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DETAILED ACTION 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the Invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

Claims 1, 3. 5-7. and 9-13 remain rejected under 35 U.S.C. 102(b) as being 
anticipated by Agrawal et al [WO 94/01550]. 

Agrawal et al discloses antisense oligonucleotides that are "self stabilized". 
Agrawal et al disclose antisense that have a first region and a second region that bind a 
target sequence wherein the first region is available for binding while the second region 
is temporarily "masked" (See page 5, lines13-25, for example). On page 7 and in 
Figures 1, 2, 5. and 6, for example it is disclosed the "masking through a hairpin 
structure. The above Figures and the above cites also disclose that a first region 
(hybridizing region) is complementary to a target sequence and is in single stranded 
form and at least Figure 1 shows that the first region is within the region of 3-18 bases 
in length (See also pages 9-10 which discloses a preferred range of 8-50 nucleotides in 
length for the hybridization target region/first region). Figure 7 show a ribozyme. 
targeted to HIV gag mRNA, with a hairpin region. The ribozyme has a "first" region, the 
5' hybridizing arm, which is available for hybridization. Since the "first" region is 10 
nucleotides in length it is "insufficiently long to provide stable binding by itself, as per 
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applicants disclosure page 9, lines 3-5. It is noted that since the region is 10 nucleotides 
in length, the region of Agrawals' ribozyme would appear to be of an advantageous 
length. The second region, the 3' hybridizing arm, is temporarily masked in the absence 
of a target. It is noted that the 3' hybridizing region, the second region of the instant 
invention, contains a 3' portion that makes a hairpin structure and this is a non-target 
region (ie is not the HIV gag mRNA), however, it is complementary to the "second 
region" of the molecule, for example. Further, at least Figure 1 discloses that the self- 
complementary region/second region is complementary to a sequence of the target 
sequence that is contiguous with that targeted by a first region/hybridizations region. It 
has been taught that the self-stabilized oligonucleotides can target single stranded and 
double stranded targets, for example (see page 10, for example). At least at pages 8 
and 16 it is disclosed that the self-stabilized oligonucleotides can be composed or RNA. 
DNA, or combinations thereof, for example. The inhibition of expression of target 
sequences is disclosed at pages 9-13, for example. It is noted that at page 9 of Agrawal 
et al it is disclosed that the "disruption and replacement of base-pairing takes place 
because the intermolecular base-paired structure formed by the hybrid between the 
target nucleic acid sequence and the target hybridization region is more 
thermodynamically stable than the intra-molecular base-paired structure formed by the 
self-complementary oligonucleotide." The instant specification asserts at page 7, in its 
broad definition of "stabilizing elements", that the aim of the elements is to render the 
second region/target hybrid more stable than the second region in its masked state. 
Since Agrawal et al have disclosed this characteristic in the self-stabilized 
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oligonucleotide these oligonucleotides, without evidence to the contrary, inherently 
contain some destabilizing element. The ribozyme of figure 7, for example clearly 
targets a first and second sequence that are contiguous or closely juxtaposed. A look at 
Figure 7 shows the target sequence contains at least a first region and second region 
closely juxtaposed. 

Applicant's arguments filed 1 1/03/05 have been fully considered but they are not 
persuasive. Applicant argues that the claimed invention is defined over the prior art 
since the prior art fails to meet the limitation *^vherein said hairpin loop structure 
comprising said second region contains one or more destabilizing elements." Applicant 
points to paragraph [0038] and [0050] to show support for destabilizing elements in the 
claimed invention. It is noted that "destabilizing elements" is not specifically defined in 
the specification and those examples disclosed in paragraphs [0038] and [0050] would 
appear to be examples of what may be used as destabilizing elements. It is noted that it 
is clearly reasonable to assert that a destabilizing element could be a structure other 
than those specifically listed in the instant specification (eg a hairpin 
structure/secondary structure as well as nucleotide or backbone modifications) that 
meets the aim of rendering the second region/target hybrid more stable than the second 
region in its masked state. Since Agrawal et al have disclosed this characteristic in the 
self-stabilized oligonucleotide these oligonucleotides, without evidence to the contrary, 
inherently contain a destabilizing element. Applicant asserts that the descriptive matter 
must necessarily be present in the thing described in the reference, and that it be 
recognized by one of ordinary skill in the art. Figure 3, as described in Example 4, of 
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Agrawal (cited at page 9, which page was pointed to in the previous Official Actions) 
clearly shows that the hairpin stmcture provides for rendering the second region/target 
hybrid more stable than the second region in its masked state and pages 29-30, which 
describe Figure 3 and Example 4, also provide examples of "elements" (see last 
paragraph of page 29 in particular) that one in the art might use to enhance the "self- 
stabilized oligonucleotides such that the hybridization between the target hybridization 
region and the target sequence involves more stably pairing oligonucleotide structures 
than the hybridization involving the self-complementary region." 



THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1 . 1 36(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 , 136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the mailing date of this final action. 
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Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Sean R. McGarry whose telephone number is (571) 
272-0761. The examiner can nonnaliy be reached on M-Th (6:00-4:30). 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Andrew Wang can be reached on (571 ) 272-081 1 . The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-21 7-91 97 (toll-free). - 

^"^^^^^Sf^R McGarry 

Primary Examiner 

Art Unit 1635 



